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Introduction
World Health Organization (WHO) reports that depression is one of the leading causes of disability worldwide, affecting 121 million people in whole world (1) . Depression can affect individuals at any stage of the life cycle although the incidence is highest in a middle-aged population. It often goes untreated, largely because it is hard to recognize the illness or notice the patterns, blaming the symptoms on flu, stress, lack of sleep, or poor diet. If left untreated, depression could eventually lead to suicide. The rate of suicide per 100 000 inhabitants in 2001 was four times higher in Lithuania than in other European Union countries.
Moreover, depression is more common among women than men. Antidepressant drugs (ADs) are effective across the full range of severity of major depressive episodes (1) . In many developed countries, the number of prescriptions for antidepressants increased steeply during the 1990s, after the introduction of selective serotonin reuptake inhibitors (SSRIs) (1) (2) (3) (4) . In some countries, the increased rate of prescribing coincided with a fall in suicide rates (2) (3) (4) .
Many studies show that the use of antidepressants continues to increase because of the increase in the use of new ADs following to a big proportion of all AD consumption (2) (3) (4) (5) . A part of antidepressant drugs in Lithuania are fully or partly reimbursed. However, because of low prices of tricyclic antidepressants, which are dispensed with common prescriptions, only part of them is reimbursed. Still it is important to assess the proportion of the different groups of antidepressant drugs reimbursed in Lithuania.
In the study, we have not tried to determine the relationship between use rate of the antidepressants and suicide rate. Therefore, the aim of the present study was to evaluate the antidepressant prescribing patterns in all Lithuanian regions in two years (2003 and 2004) , to analyze their use within different AD groups, to examine trends in age and gender specific antidepressant use, and to compare the results with the prescribing recommendations of AD given by the order of Ministry of Health. According to the WHO recommendations, antidepressant use was quantified in terms of defined daily doses (DDDs) when the DDD is the assumed average maintenance dose per day for antidepressants used for its main indication in adults. Data were calculated using Anatomic Therapeutic Chemical (ATC)/DDD methodology and expressed in DDDs per 1000 inhabitants per day (6) . The obtained prescription data of patients' records included the information about patient's gender, age, and the place where prescription had been dispensed. The patients and the use of antidepressant were divided into subgroups in accordance with these aspects.
Material and methods
The data have been collected and processed using MS Excel software. The analysis did not include statistical significance, since the objective of the study was to estimate the antidepressant prescribing patterns in Lithuania only in two years (2003 and 2004) and to analyze the use within different subgroups of users, divided according to age, gender, region. The general objective of the study implies descriptive analysis rather than inferential. Moreover, the trends in antidepressant use can be due to external factors (such as Lithuania's entry to the European Union) rather than to drugrelated or patient-related factors.
Classification of antidepressants. In this study, all prescribed antidepressants were classified into three groups according to ATC classification specifying the DDD values (7): 1.Tricyclic antidepressants (TCAs): amitriptyline; 2.SSRIs: citalopram, sertraline, paroxetine, escitalopram; 3.Other antidepressants: mirtazapine, bupropion, tianeptine, venlafaxine, reboxetine.
As there are no medicinal products with monoamine oxidase inhibitors (MAOI) marketed in Lithuania, these products are not dispensed (8) .
Results
The total use of reimbursed antidepressant drugs in Lithuania increased by 18.5% over the studied period The highest rates of antidepressant use were observed in 40-59-year-old patients. SSRIs were the most used drugs in every age group and accounted for 70% of total AD use ( Fig. 2 and 3 ). Fig. 2 illustrates how the prevalence of the use differed by age. The proportion of TCAs used increased with patient's age, while the proportion of other ADs used remained almost stable except ADs use by the patients younger than 20 years, as they mostly received SSRIs.
The results of our study show that women were prescribed antidepressants 3.6 times more frequently than men were. Moreover, the female proportion increased with age, especially after 70 years (Table) .
Discussion
This is the first study providing information on prevalence of the use of antidepressants reimbursed in Lithuania during [2003] [2004] as the data of previous years were not available because the data have been collected not in an electronic format, so it was almost impossible to prepare detailed statistical analysis of earlier years.
During the study period, the total use of reimbursed ADs increased by 18.5% due to marked overall increase of SSRI (by 16%) and other (newer) AD (by 44%) use. In SSRI group, sertraline was prescribed most commonly (which accounted for 40% and 45.5% of SSRIs for each year, respectively. In addition, similar studies in other countries reported the increased rates of SSRI use (10) (11) (12) (13) . Moreover, the total use of ADs in other countries is much higher than our results show in Lithuania. The lower prevalence of ADs use could be explained by the fact that ADs were prescribed only for the severe depression; however, ADs are also indicated in conditions other than depression: various states of anxiety, panic disorder, obsessive-compulsive disorder, posttraumic disorder, bulimia. Furthermore, general practitioners do not recognize some depressed people, and some patients with recognized depression do not receive adequate drug therapy (14) . Underdiagnosis and undertreatment of major depression can be associated with factors relating to patients, their physicians, and the health care systems that provide their care (15) . Hence, the prevalence of AD use for the treatment of depression may be less evaluated; also, the total rates of AD prescribing do not correspond to rates of depression and need further investigations to be done by analyzing the patients' medical records. collected only prescriptions of drugs reimbursed by the Lithuanian Patient's Fund; part of the drugs that were dispensed with ordinary prescriptions was not included in the study. Therefore, considering the low price of TCAs, a big part of these ADs was supposed to have been dispensed without reimbursement. However, in accordance with the recommendation of depression treatment and the priority of AD selection in Lithuania, the drug of choice for the treatment of depression should be amitriptyline unless tricyclic antidepressants are contraindicated in a patient and/ or his/her age is under 18 years or more than 65 years (16) . In view of the big proportion of SSRI drugs, the use of ADs was not consistent with recommendations for the treatment of depression in Lithuania. According to Italian researchers, if the restriction of first-choice drugs were revoked, the use of antidepressants would change, resulting in the higher prescribing rates for SSRI and newer AD group (17) . Due to high toxicity of TCAs, these antidepressants are used less frequently and for shorter period than recommended (18) (19) (20) . However, SSRIs are not proven to be as effective as TCAs in hospitalized patients (21) . Several meta-analysis studies reported little difference in efficacy among the different classes of antidepressants (22, 23) ; the prescribing rates for SSRIs were the highest as these drugs are better tolerated with significantly lower rates of treatment discontinuations overall and due to fewer side effects (24, 25 
Fig. 3. The proportions of different antidepressant groups use in each age group in 2004
TCAs -tricyclic antidepressants; SSRIs -selective serotonin reuptake inhibitors. As it is shown in Fig. 1 , the highest prevalence of AD use is in the west regions of Lithuania (Tauragė, Telšiai, Marijampolė counties), which do not include either city with high population or more health care institutions than other regions. In the study by Tansella and Micciolo, no correlation was found between consumption rate and population density (26) . Other study showed that depressive disorders concentrated in city areas, which were centrally located and were characterized by high population density (27) . However, our study demonstrated that higher population density was not related to higher AD use, as the use of ADs was not highest in the regions with the highest population (Vilnius, Kaunas, Klaipėda counties). Table shows gender-related differences in the use of ADs. These data are consistent with higher prevalence of depression in females (28) (29) (30) . However, our study showed the significant difference in the rates of AD use between females and males. The difference was extremely high comparing the groups of patients older than 70 years (by 4.5 times). However, women do not experience more mental illnesses than men; they are simply more prone to depression and anxiety, whereas men are more likely to have addictive disorders and personality disorders (31) . The effects of stress, violence, poverty, inequality, sexism, care giving, relational problems, low self-esteem, and ruminative cognitive styles probably increase vulnerability to depression in women (32) . Predictive factors for depression include previous depression, feeling out of control or overwhelmed, chronic health problems, traumatic events in childhood or young adulthood, lack of emotional support, lone parenthood, and low sense of mastery (31, 33) . Special considerations are required for analyzing the risk factors influencing the women's physical health.
The results in Fig. 2 show that the highest use of ADs was among patients aged 40 to 59 years. In 2004, the proportion of consumed TCA was lowest in patients under 20 years (3%) and highest in ones aged more than 70 years (20%). This finding is not consistent with higher prevalence of conditions that increase risk of TCA toxicity in elderly, including hypertrophy of prostate, angle-closure glaucoma, and coronary heart disease. As it is reported, the diagnosis of mood disorders in adolescents is problematical due to the increased risk of suicide and substance abuse in young people (34) . Furthermore, the difficulties in diagnosing depression especially among elderly may have doubts about the appropriateness of drug therapy.
Some limitations of this study must be acknowledged. The same patient could be included in more than one group if he/she had received combination therapy or the treatment had changed and drug of different group had been prescribed. Moreover, some patients took their drugs in different regions of Lithuania over the studied period, and we could underestimate the prevalence of AD use.
Conclusions
The results of our study show an increase in the use of reimbursed antidepressants except tricyclic antidepressants in 2004 as compared to 2003. Increased use of selective serotonin reuptake inhibitors and other nontricyclic antidepressants is probably related to their better tolerability, improved risk-benefit ratio, and less toxicity in overdose. Surprisingly, there is no increase in the percentage of consumed selective serotonin reuptake inhibitors in elderly patients when compared with younger ones, despite elderly patients are most likely to benefit from reduced sedation, less antimuscarinic and less cardiac toxicity of selective serotonin reuptake inhibitors. This may be due to insufficient consideration of disease-related factors by Lithuanian physicians when choosing antidepressant. The prevalence of the antidepressant use is highest among middle-aged (40-59 years) people, while the young (under 20) and elderly (older than 70) patients receive mostly selective serotonin reuptake inhibitors. As there are no medicinal products with monoamine oxidase inhibitors marketed in Lithuania, these products are not dispensed. Additional studies should be carried out in order to assess drug-prescribing patterns in accordance with the guidelines of depression treatment in Lithuania considering diagnosis, dosage, and duration of treatment. Selektyvūs serotonino receptorių inhibitoriai ir kitų netriciklių antidepresantų vartojimo padidėjimas gali būti susijęs su geresniu jų toleravimu, geresniu rizikos ir naudos santykiu bei mažesniu toksiškumu perdozavus. Senyvo amžiaus žmonių, vartojusių selektyvius serotonino receptorių inhibitorius, procentinio padidėjimo nebuvo palyginus su jaunais žmonėmis, nepaisant to, kad senyvo amžiaus pacientams galima didesnė nauda dėl mažesnės šių vaistų sedacijos, mažesnio antimuskarininio poveikio ir mažesnio kardiotoksiškumo. Antidepresantų vartojimo paplitimas didžiausias tarp vidutinio (40-59 metų) amžiaus žmonių, o jauni (iki 20 metų) ir senyvo amžiaus (per 70 metų) pacientai dažniausiai vartoja selektyvius serotonino receptorių inhibitorius. Turėtų būti atliekami papildomi tyrimai, siekiant nustatyti vaistų išrašymo modelius pagal depresijos gydymo Lietuvoje rekomendacijas atsižvelgiant į diagnozę, dozę bei gydymo trukmę.
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